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an efficient synthesis of a functional ized 
disclosed. Several synthetic approaches towards 
formation of the key aryl-piperidine sp3 carbon-carbon bond are discussed, 
including a scalable route to the piperidine via reaction of 
acylpyridinium ions with aryl Grignard reagents to form the corresponding 
dihydropyridines . Methods to access the BOC protected piperidine through 
dihydropyridine intermediates are described. 
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AB Title compds. [I; Rl = cyano, C02H, alkylcarbonyl , etc.; R2 = H, F, CI, 
N02, CF3, CH2CF3, OCF3 , OCH2CF3, alkyl , (substituted) phenylalkyl, 
naphthylalkyl, net eroaryl alkyl , cycloalkylalkyl , amino, etc.; R3 = 
(substituted) Ph02C, PhCH2CO, Me2CH02C, Et02C, Me2CHCH202C] , were prepared 
by halogenation of 3-R2C6H4R1, formation of the Grignard reagent, reaction 
of the Grignard reagent with the appropriate pyridinium salt, and reduction of 
the resulting dihydropyridine derivative Thus, 2-bromo-5-chlorobenzonitrile 
(preparation given) in THF at -35° was treated with Me2CHMgBr; the 
resulting arylgrignard reagent was added to a mixture prepared from copper 
iodide, pyridine, and benzyl chloroformate in THF at <5° followed 
by stirring at 0° for 30 min. to give the dihydropyridine, which 
was hydrogenated in PhMe in the presence of Wilkinson's catalyst at 
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75° and 40 psi H2 for 5 . 5 h to give benzyl 4- (4-chloro-2- 
cyanophenyl ) piperidine - 1 -carboxylate . 
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AB A general procedure for the synthesis of 4-arylpiperidines, e.g., I, via 
the coupling of 4 - (N-Boc-piperidyl ) zinc iodide with aryl halides and 
triflates is presented. The reaction required cocatalysis with both 
C12Pd(dppf) and a copper (I) species. An improved, safer procedure for the 
activation of zinc dust is also presented. 
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AB The title compds. [I; A = (un) substituted alkylene; Rl = (un) substituted 
alkyl, (un) substituted aryl, (un) substituted heteroaryl, (un) substituted 
Ph, (un) substituted naphthyl, etc.; R3 = H, phenylalkyl, naphthylalkyl , 
alkyl, cycloalkyl, halogen, etc.; R4 , R5 = H, (un) substituted alkyl; W = 
H, CN, (un) substituted C02H, (un) substituted C0NH2, etc.; X = H, CN, 
(un) substituted aminoalkyl, etc; Y = H, (un) substituted alkyl, arylalkyl, 
etc.; n = 1-3] (e.g., II), which promote the release of growth hormone in 
humans and animals (no data) and can be utilized to promote the growth of 
food animals to render the production of edible meat products more efficiently 
(no data), and in humans to treat physiol. or medical conditions 
characterized by a deficiency in growth hormone secretion (no data) , are 
prepared I -containing growth hormone -releasing formulations are claimed. 
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